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DEC 1 3 2007 

AMENDMENTS TO TlIE CLAIMS 

Please add or amend the claims to read as follows^ and cancel without prejudice or 
disclaimer to resubmission in a divisional or continuation application claims indicated as 
cancelled: 

1. (Currently Amended) A recombinant non-cytopathic i^feabdevift« »VcsicuIar 
Stomatitis Virus fVSV) comprising a nucleic acid encoding a 
Rhabdoviral Vcsicular Stomatitis Virus (VSV) genome wherein said 
Rhabdoviral V esicular Stomatitis Virus fVSV) genome comprises a deletion 
or a mutation within a region encoding a matrix (M) protein, wherein said M 
protein deletion or mutation results in a non-cytopathic Rhabdevtftt sVesicular 
Stomatitis Virus (VSV) . 

2. (Currently Amended) The recombinant non-cytopathic Rhabdoviru a Vesicular 
Stomatitis Virus (VSV) of claim 1, lUrlher comprising a deletion or a 
mutation within a region encoding a glycoprotein (G protein). 

3. (Currently Amended) The recombinant non-cytopathic 
ilhabdovirus Vcsicular Stomatitis Virus (VSV) of claim I , further comprising 
a regulatory element. 

4. (Currently Amended) The recombinant non-cytopathic RhabdQvinL^ > Vesicular 
Stomatitis Virus (VSV) of claim 1, wherein said deletion or mutation is in a 
region encoding the N -terminal portion of said matrix protein. 

5. (Currently Amended) The reet^mbinant non-cytopathic Rhabdoviru sVesicular 
Stomatitis Virus (VSV) of claim 4, wherein said deletion or mutation is in the 
region encoding | |a| | the nuclear localization sequence (NLS). 
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6. (Currenlly Amended) Tbe recombinant non-cytopathic Rhobdovini s Vesicular 
Stomatitis Vims (VSV) of claim 5, wherein said mutation encodes for the 
substitution of: 

(a) An alanine amino acid residue for a methionine amino acid residue, at 
position 33 or 5 1 of the Rhabdoviral Vesicular Slomatili<; Viru<^ fVSV^ matrix 
protein; or 

(b) A serine amino acid residue for a glycine amino acid residue, at position 
226 of tiie Rhabdovim l V esicular Stomatitis Viras fVSV^ malrix protein. 

I. (Currently Amended) The recombinant non-cytopathic Rhiibd«viru» V esicular 
Stomatitis Virus (VSV) of claim I, further comprising an insertion of a 
heterologous nucleic acid enctiding a polypeptide. 

8. (Currently Amended) The recombinant non-cytopathic Rhabdovirua ycsicular 
Stomatitis Vims fVSV) of claim 7, wherein said polypeptide is a therapeutic 
polypeptide, 

9. (Withdrawn and Currently Amended) The recombinant non-cytopathic 
Rba bdoviru s Vesicular Stomatitis Virus fVSV> of claim 7, wherein said 
polypeptide is immunogenic. 

10. (Withdrawn and Currenlly Amended) The recombinant non-cytopathic 
Rii abdovirus Vesicul^r Stomatitis Virus (VSV) of claim U furtlier comprising 
an insertion of u heterologous nucleic acid encoding a marker polypeptide- 

I I. (Withdrawn and Currently Amended) The recombinant non-cytopatliic 
Rhnbdoviru sV esicular Stomatitis Virus fVSV) of clahn 10, wherein said 
marker polypeptide is green fluorescent protein (Gl^T), secreted alkaline 
phosphotase, DS-Red fluorescent protein, bela-galactosidasc, or luciferase. 
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12. (Withdrawn and Currenlly Atneiided) The recombuiant non-cylupathic 
Rhabdovirnis V esicular Stomatitis Virus CVSV) of claim 1, further comprising 
an insertion of a heterologous nucleic acid encoding a suicide gene. 

13. (Withdrawn and Currently Amended) The recombinant non-cytopathic 
RImbdoviru G Vesicular Stomatitis ViriLS fVSV) of claim 1, further comprising 
an insertion of a heterologous nuetcie acid encoding u cytokine gene. 

14. (Withdrawn and Currently Amended) The recombinant non-cytopathic 
Rlmbdovif u gVesicular Stomatitis Virus (VSV) of claim 13, wherein said 
cytokine is interlcukin 2^ interleukin 4, interleukin 12 or interferon-y. 

15. (Currently Amended) The recombinant non-cytopathic Rhabdovirua Vesicular 
Stomatitis Virus (VSV> of claim 1, further comprising a 
Rhabdoviral Vesicular Stomatitis Virus fVSV) G stem polypeptide. 

16. (Currently Amended) A vaccine ct^mprising the reet>mbinant non-cytopathic 
Khobdovirus ycsic uiar S to matitis Virus (VSV) of claim 1. 

1 7. (Cancelled) 

18. (Cancelled) The recombinant non-cytopathic Rhabdovirus of claim l, wherein 
said Rhabdoviral genome is a vesicular stomatitis virus (VSV) genome. 

19. (WiLhdrav^ and Currently Amended) A method ol' pn)ducing a non- 
cytopathic recombinant Rhabdoviru s Vesicular Stomatitis Virus fVSV) 
comprising a genetically modified nucleic acid encoding 
Rhabdoviru fl Vesicular Stomatitis Virus (VSV) proteins including a deletion 
or a mutation within a matrix protein comprising the steps of: (A) inserting 
into a suitable cell a poiynucleotide sequence encoding Rhabdovirufl Vesicular 
Stomatitis Virus (VSV^ proteins including a deletion or a mutation within the 
matrix protein, a polynucleotide sequence encoding a marker polypeptide and 
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a polycistronic cDNA comprising at least the 3' and 5' Khab doviruf ^V esicular 
Stomatitis Vims fVSV) leader and trailer regions containing the cis acting 
signals for Rhabdoviru aV csicular Stomatitis ViriLS (VSV) replication; (B) 
culturing the cell under conditions that select for a noneytopathic phenotype 
of said cell; (C) culturing said cell under conditions that permit production of 
the recombinant R habdovirus V esicular Stomatitis Virus (VSW and (D) 
isolating said non cytopathic recombinant Rhabdovinis Vcsicular Stomatitis 
ViriLS (VSVV 

20. (Withdrawn and Currently Amended) The method of claim 19, wherein said 
non-cytopatliic recombinant Rhabdcivin m VesicuIar Stomatitis Virus (VSV^ 
further comprises a heterologous nucleic acid sequence encoding a 
polypeptide. 

21. (Withdrawn and Previously Presented) The method of claim 20, wherein said 
polypeptide is a therapeutic polypeptide. 

22. (Withdrawn and Previously Presented) The method of claim 21, wherein said 
polypeptide is immunogenic. 

23. (Withdrawn and Currently Amended) The method of claim 19, farther 
comprising tlie step of isolating genomic RNA from said isolated non- 
cytopathic recombinant Rhabdovirufl Vesicular Stomatitis Virus f VSV) . 

24. (Withdrawn and Previously Presented) The method of claim 23, wherein said 
Step of isolating genomic RNA is performed by using RT-PCR. 

25. (Withdrawn and Previously Presented) The method of claim 19, wherein said 
suitable cell, being selected from the group consisting of rodent, primate and 
human cells* 
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26. (Withdrawn aiid Previously Presented) The method of claim \% wherein said 
deletion or mutation is in a region encoding the N-terminal portion of said 
matrix protein, 

27. (Withdrawn and Previously Presented) The method of claim 26, wherein said 
deletion or mutation is in the region encoding a nuclear localization sequence 
(NLS). 

28. (Withdrawn and Previously Presented) I'hc method of claim 19, wherein said 
mutation is an amino acid substitution of: 

(a) An alanine amino acid ref^idue Tor u methionine amino acid residue, 
at position 33 or 5 1 ; or 

(b) A serine amino acid residue lor a glycine amino acid residue, at 
position 226. 

29. (Cancelled) Hie method of claim 19, wherein the non-cytopathic recombinant 
Rhabdovirus is a vesicular stomatitis virus (VSV). 

30. (Currently Amended) An isolated nucleic acid molecule comprising a 
polynucleotide sequence encoding a genome of a non-cytopathic 
Rhabdoviru sV esicular Stomatitis Virus fVSV\ said polynucleotide sequence 
having a deletion or u mutation in a gene encoding a matrix (M) protein^ 
wherein said M protein deletion or mutation results in a non-cytopathic 
Rhdbdoviriui V esicular Stomatitis Virus (VSV). 

3 U (Currently Amended) The isolated nucleic acid molecule of claim 30^ wherein 
said Rhabdovirul V c^icular Stomatitis Virus fVSV^ genome further comprises 
a deletion or a mutation within the region encoding a glycoprotein (G 
protein). 
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32. (Original) Ihc isolated nucleic acid molecule of claim 30, further comprising 
a regulatory element, 

33. (Previously Presented) The isolated nucleic acid molecule of claim 30, 
wherein said deletion or mutation is in the region encoding the N-tcrminal 
portion of said matrix protein. 

34. (Currently Amended) Tlie isolated nucleic acid molecule of claim 33, wherein 
said deletion or mutation resides in the region encoding [[a]] the nuclear 
localization sequence (NT.S), 

35. (Currently Amended) The i^^olated nucleic acid molecule of claim 30, wherein 
said mutation encodes for llic substitution of: 

(a) An alanine amino acid residue for a methionine amino acid residue, 
at position 33 or 51 of the Rhahdovir o sycsicular S tomatitis Vims 
(VSV) matrix protein; or 

(b) A serine amino acid residue for a glycine amino acid residue^ at 
position 226 of the T^habdoviru sVcsicular Stomatilis Virus fVSV> 
matrix protein. 

36. (Previously Presented) The isolated nucleic acid molecule of claim 30, 
further comprising an insertion of a heterologous nucleic acid sequence 
encoding a pt>1y peptide. 

37. (Previously Presented) The isolated nucleic acid molecule of claim 36, 
wherein said polypeptide is a tlicrapeutic polypeptide. 

38. (Withdrawn and Previously Presented) The isolated nucleic acid molecule of 
claim 36, wherein said polypeptide is immunogenic. 
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39. (Withdrawn and Previously Presented) The isolated nucleic acid molecule of 
claim 30, further comprising an insertion of a heterologous nucleic acid 
sequence encoding a marker polypeptide. 

40. (Withdrawn and Previously Presented) The isolated nucleic acid molecule of 
claim 39y wherein said marker jiolypeptide is green lluorescent protein, 
secreted alkaline phosphotase, DS-Red fluorescent pn>lein, beta- 
galactosidasc, or lucifcrasc. 

41. (Withdrawn and Previously Presented) The isolated nucleic acid molecule of 
claim 30, further comprising an Insertion of a nucleic acid sequence encoding 
a suicide gene. 

42. (Currently Amended) The isolated nucleic acid molecule of claim 30, further 
comprising an insertion of a nucleic acid sequence encoding a 
Rhabdoviru a VesiculaT Stomatitis Virus ( VSV^ G stem polypeptide, 

43. (Cancelled) The isolated nucleic acid molecule of claim 30, wherein said 
Rhabdoviral genome is a vesicular stomatitis virus (VSV) genome. 

44. (Original) A vector comprising the isolated nucleic acid molecule of claim 30. 

45. (Currently amended) A reccmibinant Rhabdoviru s Vesicular Stomatitis Virus 
(VSV) comprising a nucleic acid encoding a Rhabdovirui i V esicular Stomatitis 
Virus (VSV) genome wherein said Rhabdoviru s Vefjicular Stomatitis Vims 
(VSV) genome cnmpriH e a consists of a deletion or a mutation within a region 
encoding amino acid residues 440-449. or 449-462 of t he membrane-proximal 
ectodomain of a Rhabdovirua Vcsicular Stomatitis Virus (VSV) glycoprotein 
(Q protein). 

46. (Withdrawn and currently amended) A [[I'lie]] recombinant 
Rhflbdovirus V esicular Stomatitis Virus (VSV)o ^-efamar-4g — comprising a 
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nucleic acid cticoding a Rhabdo virus Vesicular Stomaiitis Vi r us fVSV^ 
genome wherein said H hnbdoviruo Vcsicular Stomatitis Vims (VSV) aenome 
comprises a mutation witliin the mcmbraiic-proximal ectodomain of a 
RhabdovTni « ?V esicular Stomatitis Virus fVSV> glvcoDrotcin (G protein\ 
wherein said mutation encodes for the substitution of: 

(i) An alanine amino acid residue for a tryptophan amino acid residue 
at amino acid positions 457 or 461 :r m 

(ii) An alaiiuie amino acid residue for a glutamic acid al amino acid 
position 452, glycine and/or phenylalanine at amino acid position 
45X amino acid residue; or 

(iti) Aspartic acid and alanine amino acid residues for a glutamic acid, 
glycine at amino acid positions 456 or 457Lor phenylalanine amino 
acid residue at amino acid position 458 . or combinations tliereof; or 

(iv) Any combination of the substitutions in (a) - (c) (iV 
iiiil. 

47, (Cancelled) 

48. (Withdrawn and Currently Amended) Th e r eeo mbinant Rhabdovirus of 4 5, A 
recombinant R habdoviru sV esicular Stomatitis Virus fVSV^ comprising a 
nucleic acid encoding a R hobdovIiQl — Vesicular Stomatitis Virus (VSV^ 
genome wherein said Rhabdoviral Vcsicular Stomatitis Virus fVSV^ |ienome 
comprises a d e l e tion ^^ a mutation within a repion encoding amino acid 
residues 440-462 of the membrane-proximal ectodomain of a 
Rhabdovir ai ycsicular Stomatitis Virus fVSV) glycoprolein (G protein). 
wherein said mutation is an insertion of the nucleotides encoding for the 
amino acid residues 311-319 of decay acceleration factor; (DAI*), inserted 
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between serine amino acid residues of the Rliabdovirul V esicular Stomatitis 
Virius fVSV) g lycoprotein membrane proxitnal ectudomain. 

49, (Citfrcntly Amended) The recombinant Rbabdovim sVesicuJar Stomalttis 
Virus ( VSV Lof claim 45, fiirther comprising an insertion of a heterologous 
nucleic acid sequence encoding a polypeptide. 

50- (Currently Amended) The recombinant Rhabdovint s Vcsicular Stomatitis 
Virus fVSV) of claim 49, wherein said polypeptide is a therapeutic 
polypeptide. 

5K (Withdrawn and Currently Amended) The recombinant Rhabdoviru o Vesicular 
Stomatitis Virus fVSV) of claim 49, wherein said pc^lypeptidc is 
inrununogenic. 

52. (Withdra^vn and Currently Amended) Tlic recombinant RhabdovmiaVesicular 
Stomatitis ViruA (VSV) of 45, ftirther comprising an insertion of a 
heterologous nucleic acid sequence encoding a marker polypeptide. 

53. (Withdrawn and Currently Amended) The recombinant R hobdoviru s Ve^icular 
Stomatitis Virus fVSV) of claim 52, wherein said marker polypeptide is green 
fluorescent protein (GfP), secreted alkaline phosphotase, DS-Red lluorcsccnt 
protein, beta-galactosidase, or lucifcrase. 

54. (Withdrawn and Currently Amended) The recombinant Rhabdoviru^ j V esicular 
Stomatitis Virus (VSV> of claim 45, further comprising an insertion of a 
heterologous nucleic acid sequence encoding a suicide gene. 

55. (Withdrawn and Currently Amended) I'he recombinant 
B . hnhHnvini »V esicular Stomatitis Vims (VSV) of claim 45, further 
comprising an insertion of a heterologous nucleic acid sequence encoding 
a cytokine gene. 
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56. (Withdrawn and Currently Amended) The recombinant Rhabdo vifti sVesicular 
Stomatili?; Virus (VSV) of claim 55, wherein said cytokine is intcrleukin 2, 
interleukin 4, interleukui 12 or interfcron-y. 

57. (Cunently Amended) The recombinant Rhabdovirtu; Vesicu1ar Stomatitis 
Virux fVSV^ of claim 45, fiuther comprising a deletion or a mulalion within 
the region encoding a matrix (M) protein. 

58. (Currently Amended) The recombinant Rhabdoviru G Vesicular Stomatitis 
Virus fVSV) of claim 57, wherein said deletion or mutation is in a region 
encoding the N-lerminal portion of said matrix protein. 

59. (Currently Amended) The recombinant Riiabdoviru aV esicular Stomatitis 
Virus fVSV) of claim 58, wherein said deletion or mutation is in the region 
encoding a nuclear localization sequence (NLS). 

60. (Currently Amended) The recombinant Rhahdoviru s Vcsicular Stomatitis 
Virus fVSV) of clahn 45, further comprising a regulatory element. 

61. (Cancelled) 

62. (Currently Amended) A vaccine comprising the recombinant 
Rhnhdovinu iV esicular Stomatitis Vhiis (VSV) ofclaim 45. 

63. (Cunently Amended) The rccombmaxit Rhabdovirus Vcsicular Stomatitis 
Virus (VSV) of claim 45, wherein said Rhabdovinia Vcsicular Stomatitis 
Vhus fVSV) a enomc is a vMimilnr RtnmatitiH virufl Vesicular Stomatitis Virus 
(VSV) genome. 

64. (Withdrawn and Currently Amended) A method of producing a 
recombinant Rbabdevif mVcsicuIar Stomatitis Vims (VSV^ comprising a 
genetically modified nucleic acid encoding Rhabdoviru sV esicular 
Stomatitis Virus f VSV^ proteins including a deletion or a mutation within 
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thc membrane-proximal cctodomain of a glycoprotein (G) comprisii^j the 
steps of: (A) inserting into a suitable cell a polynucleotide sequence 
encoding Rhabdovirui ^V esicular Stomcititi<? Virus (VSV) proteins 
including a deletion or a mutation within the membrane-proximal 
ectodomain of the glycoprotein (G), a polynucleotide sequence encoding 
a marker polypeptide and a polycistronic cDNA comprising at least tlic 3' 
and 5' Rhabdovirus V csicular S tomatitis Virus (VSV^ leader and trailer 
regions containing the cis acting signals for Rhabdovirus Vesicular 
Stomatitis Virus rVSV> replication; (B) culturing the cell under 
conditions tliat permit production of tlie recombinant 
Rhabdeviftt sVesicular Stomatitis Virus fVSVV and (C) isolating said 
recombinant Rhabdovirus. 

65. (Withdrawn and Previously Presented) The method of claim 64, fiirthcr 
comprising the slep of inserting a heterologous nucleic acid sequence 
encoding a second polypeptide into said cell. 

66. (Withdrawn and Previously Presented) The method of claim 64, wherein said 
second polypeptide is a therapeutic polypeptide. 

67. (Withdrawn and Previously Presented) The method oi' 64, wherein said 
second polypeptide is immunogenic, 

68. (Withdrawn and Currently Amended) The method of claim 64, further 
comprising the step of isolating genomic RNA from said isolated non- 
cytopathic recombinant Rhabdoviru sVcsicular Stomatitis Virus (WSW\ 

69. (Withdrawn and Previously Presented) The method of claim 68, wherein said 
step of isolating genomic RNA is performed by using RT-PCR. 
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70. (Withdrawn and Previoui^ly Presented) I'he method of claim 64, wherein said 
suitable cell, being selected irom the group consisting of rodent, primate and 
human cells* 

7L (Withdrawn and Currently Amended) The method of claim 64, wherein said 
mutation of the membrane-proximal eclodomain of tlie glycoprotein (C}) 
encodes for the <{ubstitution of: 

(a) An alanine amino acid residue Ibr a tryptophan amino acid residue M 
amino acid positions 457 or 461 : l [.]] 

(b) An alanine amino ucid residue for a glutamic acid at amino acid 
position 452. glycine and/or phenylalanine at amino acid position 
458 a mino acid residue; or 

(c) Aspartic acid and alanine amitio acid residues for a glutamic acid^ 
glycine at amino acid positions 456 or 457_o r phenylalanine amino 
acid residue at amino acid position 458 . or combinations thereof; or 

(d) Any combination of the substitutions in (a)-(c)- 

72. (Cancelled) 

73. (Withdrawn and Currently Amended) The method of claim 64, wherein said 
mutation is an insertion of the nucleotides encoding for the ammo acid 
residues 311-319 of decay acceleration factor (DAF) inserted between serine 
amino acid residues of the i ghnhMnvtm4Vesicular Stomatitis Virus (VSV) 
glycoprotein membrane proximal ectodomain. 

74. (Cancelled) 

75. (Currently Amended) An isolated nucleic acid molecule comprising a 
polynucleotide sequence encoding a genome a Rhabdovinifl Vcsicidar 
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Stomatitis Virus fVSV^- said polynucleotide sequence having a deletion 
or a mutation in a polynucleotide encoding the membrane-proximal 
ectodomain of the glycoprotein (CJ). 

76. (Withdmwn and Currently Amended) The isolated nucleic acid molecule of 
claim 75, vyherein said mutation of the membrane-proximal cclodomain of the 
glycoprotein (G), comprises substitution of: . 

(a) An alanine amino acid residue Ibr a tryptophan amino acid residue at 
amino acid positions 457 or 461j | j -11 

(b) An alanine amino acid residue for a glutamic acid at amino acid 
position 452, glycine and/or phenylalanine at amino acid position 
458 a mino acid residue; or 

(c) Aspartic acid and alanine amino acid residues for a glutamic acid, 
glycine at amino acid positions 456 or 457 o r phenylalanine amino 
acid residue at amino acid position 458. or combinations thereof; or 

(d) Any combination of the substitutions in (a)-(c), 

77. (Currently Amended) The isolated nucleic acid molecule of claim 75., wherein 
said deletion comprises: 

(a) nucleotides encoding for the amino acid residues 449-461 of the 
membrane-proximal ectodomain ol' the Rhabdovira l Vesi culai' 
Stomatitis Virus (VSV) g lycoprotein, or a I'ragment thereof; or 

(b) nucleotides encoding for the amino acid residues 440-449 of the 
memhrane-proxunal ectodomain of the Rliabdovin ri Vesicular 
Stomatitis Virus fVSV) glycoprotein, or a Ihigment thereof. 
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78. (Withdrawn and Currently Amended) llic isolated nucleic acid molecule of 
claim 75, wherein smd mutalion is an insertion of the nucleotides enccHlmg 
for the amino acid residues 311-319 of decay acceleration factor (DAF) 
inserted between serine amino acid residues of the Rhabdevifai yesicular 
Stomatitis Virus (VSV ) glycoprotein membrane proximal cctodomain. 

79. (Currently Amended) The isolated nucleic acid molecule of claim 75.., wherein 
said genome of a RhobdoviruD V csicular Stomatitis Vims fVSV) further 
comprises a deletion or a mutation within a region encoding a matrix (M) 
protein, wherein said M protein deletion or mutation results in a non-cytopathic 
Rhnbdoviruo V esicular Stomatitis Virus ( VSV\ 

80. (Previously Presented) The isolated nucleic acid molecule of claim 79, 
wherein said deletion or mutation is in a regi«m encoding the N-terminal 
portion of said matrix protein. 

81. (Original) The isolated nucleic acid molecule of claim 80, wherein said 
deletion or mutation is in a region encoding nuclear localization sequence 
(NLS). 

82. (Previously Presented) 'fhc isolated nucleic acid molecule of claim 81, 
wherein said muLiition encodes for the substitution of: 

(a) An alanine amino acid residue for a methionine amino acid residue, 
at position 33 or 5 1 of the Rliabdovirus matrix protein; or 

(b) A glycine amino acid residue for a serine amino acid residue, at 
position 226 of the Rhabdoviruii matrix protein, 

83. (Original) The isolated nucleic acid molecule of claim 75, further comprising 
a regulatory element. 
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84. (Previously Presenled) The isolated nucleic acid molecule of claim 75, further 
comprising an insertion of a heterologous nucleic acid sequence encoding a 
polypeptide. 

85. (Previously Presented) Tlie isolated nucleic acid roolecute of claim 84» 
wherein said polypeptide is a therapeutic polypeptide or is immunogenic. 

86. (Withdrawn) The isolated nucleic acid molecule of claim 75, further 
comprising an insertion of a heterologous nucleic acid sequence encoding a 
mariter polypeptide. 

87. (Witlidrawn) The isolated nucleic acid molecule of claim 86, wherein said 
marker polypeptide is green fluorescent protein, secreted alkaline 
phosphotasc, OS-Red lluorcscent protein, beta-gal aclosidase, or lucifcrase. 

88. (Withdrawn) The isolated nucleic acid molecule of claim 75, further 
comprising an insertion of a nucleic acid sequence encoding a suicide gene. 

89. (Previously Presented) The isolated nucleic acid molecule of claim 75, further 
comprising an insertion of a nucleic acid sequence encoding a fusion 
facilitating polypeptide or an anlireccptor. 

90. (Cancelled) The isolated nucleic acid molecule of claim 75, wherein said 
Rhabdoviral genome is a vesicular stomatitis virus (VSV) genome. 

91. (Original) A vector comprising the isolated nucleic acid molecule of claim 75. 

92. (Withdrawn and Currently Amended) A method for treating a subject 
suffering from a disease associated with a defective gene comprising the step 
of administering to a target cell ol' said subject a therapeutically effective 
amount of a recombinant non-cytopathic RhnhdnviniH Vesicular Stomatitis 
Virus (VSV) , wherein the genome of said Rhnbdovirur. Vesicular Stomatitis 
Virus (VSV> iPcludes a deletion or a mutation within a region encoding a 
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nialrix protein (M) and/or a heterologous gene capable of being expre^>5ed 
inside the target cell, thereby treating the disease, 

93. (Withdrawn) llic method of claim 92, wherein said target cell is an epithelial 
cell, a lung cell, a kidney cell, a liver cell, an astrocyte, an immune cell, a 
glial cell, a prostate cell, or alpha, beta or delta cells of pancreatic islet, or 
acinar cells, 

94. (Witlidrawn and Currently Amended) A method for immunizing a subject 
against a disease comprising the step of contacting a target cell of said subject 
with a therapeutically efl'ective amount of a recombinant virus, wherein the 
virus comprises a Rhabdovira tVe sicular Stomatitis Vints fVSV> genome, or 
fragment thereof, said R habdovirol V esiculaT Stomatitis Virus fVSV) genome 
or fragment thereof including a deletion or a mutation within a region 
encoding a matrix (M) protein ^ and/or o deletion or a mutation within a r egioH 
encoding tho membrane proximal cctodomain of a glycoprotein (G prot e in) 
and a heterologous gene encoding an immunogenic protein, or peptide 
Iragmcnt, capable of being expressed inside the target cell, thereby 
immimizing against a disease. 

95. (Withdrawn) The method of claim 94, wherein said target cell is an epithelial 
cell, a lung cell, a kidney cell, a liver cell, an astrocyte, a glial cell, a prostate 
cell, a professional antigen presenting cell, a lymphocyte or an M cell. 

96. (Withdrawn and Cuirentty Amended) A method for treating a subject 
suffering fi:om a disease comprising the step of contacting a tiirget cell of said 
subject with a therapeutically effective amount of a recombinant virus, 
wherein the virus comprises a Rhabdoviml V esicular Stomatitis Virus (VS Y) 
genome, or fragment thereof, said Rhabdovim l Vesicular Stomatit is Virus 
fVSV^ genome or fragment thereof including a deletion or a mutation within 
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a region encoding a matrix (M) pmtein and/or q deletion or a mutation withi - tt 
•d r e gion e ac od iiig th e membrano proximal cetodomain oF a glycopro tekH^ 
prot e in) and a heterologoas gene encoding an immunogenic protein or peptide 
fragment, capable of being expressed inside the target cell, thereby treating a 
disease. 

97. (Withdrawn) The method of claim 96, wherein said target cell is an epithelial 
cell, a lung cell, a kidney cell, a liver cell, an astrocyte, a glial cell, a prostate 
cell, a professional antigen presenting cell, a lymphocyte or an M cell, 

98. (Withdrawn and Currently Amended) A method for treating a subject 
suffering from a disease associated with a defective gene comprising the step 
of contiicting a target cell of said subject with a thempeutically effective 
amount ol' a recombinant virus, wherein the virus comprises a 
Rhabdovirai ycs icular Stomatitis Vii-us fVSV) genome, or Iragmcnt thereof, 
said Rhabdevifa lVesicular Stomatitis Virus (VSV) genome or fragment 
thereof including a deletion or a mutation within a region encoding a matrix 
(M) protein ond/or a d e letion or a mutation within a rogion encoding th e 
membfa no - proximul eotodomaui of a glycoprot e in (G protein) and a 
heterologous gene capable of being expressed inside the target cell, thereby 
trcatuig the disease. 

99. (Withdrawn) The method of claim 98, wherein said target cell is an epithelial 
cell, a lung cell» a kidney cell, a liver cell, an astrocyte, a glial cell or a 
prostate cell, 

100. (Withdrawn and Currently Amended) A method for cancer cell lysis, 
comprising the steps of contacting a cancerous cell with a recombinant 
Rhnhdovirui iV esicuiar Stomatitis Virus (VSV\ wherein said 
Rhfihdnvi nij^ Vesicular Stomatitis Virus fVSV) comprises (a) a nucleic acid 
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coxnprisiTig a Rhabdovi ra tycsicular Stomatitis Vims (VSV) genome, or 
fragment thereof, wherein said Rhabdoviral Vesicular S tomatitis Virus fVSV^ 
genome or fragment thereof comprises a deletion or a mutation vvitliin a 
region encoding a matrix (M) protein and/e r a d e letion or a mutation vvitbin a 
region encoding th e m e mbran e- prox i mQl ectodomain of a Rhabdoviml 
glycoprot e in (G prot e in) ; and (b) a non- Rhabdoviral V esicular Stomatitis 
Virus fVSV) nucleic acid. 

101. (Withdrawn and Currently Amended) The method ol' claim 100, wherein 
said nnn Rhabdo viral Vesicular Stomatitis Virus (VSV) nucleic acid encodes 
for a cytokine or suicide gene. 

102. (Withdrawn and Currently Amended) A method for treating cancer, 
comprising the steps of contacting a cancerous cell with a recombinant virus, 
wherein said virus compriseis (a) a nucleic ucid comprising a 
Rhabdoviml Vcsicular Stomatitis Virus (VSV^ genome-, or fragment thereof, 
said Rbabdovi »lVesicu]ar Stomatitis Virus fVSV^ genome or fragment 
thereof comprises a deletion or a mutation within a region encoding a matrix 
(M) protein ond/or a d e l e ti o n or a mutation within a region encoding th e 
membmn e- proyimal e ctodomain of a glycoprot e in (G protein) ; and (b) a non- 
Rhabdoviml Vesicular Stomatitis Virus fVSV) nucleic acid. 

103. (Withdrawn and Currently Amended) The method of claim 102, wherein 
said non Rhabdoviral Vesicular Stomatitis Virus fVSV) nucleic acid encodes 
for a cytokine or suicide gene. 

104. (Withdrawn) A method for identifying an agent that has oncolytic activity, 
comprising the steps of: obtaining vibrotomc slices of cowna, substantia 
negra and ctirtex tissue, culturing said slices on coversHps under conditions 
maintaining viability and inhibiting mitosis, inoculating said slice culture with 



PAGE 22/47 ' RCVD AT 12/1312007 10:37:25 AM [Eastern Standard Time] * SVR:USPTO-EFXRF-1f22* DNIS:2738300' CSID:64M17S511 * DURATION (mm-ss):12-10 



13. Dec. 2007 1 7:33 PEARL COHEN ZEDEK LATZER No. 4233 P. 23/47 

-20- 

labeled cancer celts, culturing said inoculated culture with a candidate agent, 
and determining cancer ceil viability, wherein a decrease in cancer cell 
viability indicates tiiat the candidate agent is oncolytic, thereby identifying an 
agent that has oncolytic activity, 

105. (WithdmwTi) The method oF claim 104, wherein said cancerous eells arc ol' 
neuronal origin. 

106. (Withdrawn) The method of claim 105, wherein said neuronal origin 
cancerous cells are glioma cells. 

107. (Withdrawn) The method o I' claim 104, wherein said cancerous cells are 
labeled with a fluorescent, luminescent, ciiromogcnic or electron dense label. 

108. (Withdrawn) The method of claim 104, further comprising the step of 
inoculating said slice culture with labeled recombinant Rhabdovirus, 

109. (Withdrawn) Tlie method of claim 104, further comprising the step of 
culturing said inoculated slice culture with a cytokine. 

110. (Withdrawn) The method of claim 109, wherein said cytokine is an 
interferon- 

111. (Withdrawn) The method of claim 104, wherein culturing said slices on 
eoverslips imder conditions maintaining viability is in a medium comprising 
GeyVdextrose solution, plasma, tlurombin, Eaglets basal medium, Hanks' 
balanced salt solution, L-glutamine, or any combination thereof. 

112. (Withdrawn) The method of claim 104, wherein culturing said slices on 
Ci^versHps under conditions inhibitii^ mitosis is in a medium comprising 
cytosine-a-D-,arabinofijranoside, uridine, 5-fluro-2*-^eoxyuridine, 
Gey^s/dextrosc solution, plasma, thrombin. Eagle's basal medium. Hanks' 
balanced salt solution, L-glutaminc or any combination thereof. 
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